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Abstract not available for JP2002527449T 
Abstract of corresponding document: US6656905 

A cyclic tetrapeptide compound and use thereof. Especially, a compound WF27082, a process for 
production of the compound by culturing, in a nutrient medium, a WF27082-producing strain belonging to 
Acremonium and recovering the compound from a culture broth, a pharmaceutical composition containing 
the compound as an active ingredient, in association with a pharmaceutical^ acceptable, substantially 
non-toxic carrier or excipient, the compound for use as a medicament, a use of the compound for 
manufacture of a medicament for inhibiting histone deacetylase, a use of the compound for manufacture 
of a medicament for treating or preventing inflammatory disorders, diabetes, diabetic complications, 
homozygous thalassemia, fibrosis, cirrhosis, acute promyelocytic leukaemia (APL), protozoal infections, 
organ transplant rejections, autoimmune diseases, or tumors, a use of histone deacetylase inhibitors as 
an immunosuppressant or an antitumor agent, and a use of histone deacetylase inhibitors for 
manufacture of a medicament for treating or preventing organ transplant rejections, autoimmune diseases 
or tumors are described. 



Data supplied from the esp@cenet database - Worldwide 



http://v3.espacenet.com/textdoc ?DB=EPODOC&IDX=JP2002527449T&F=1 



1/19/2007 



(i9)b#b#8W (jp) (12) & i£ 4# tfr & $E (a) (wmtam^&m 

mM002- 527449 
(P2002 - 527449A) 

(43)ftg B ¥/£M*F 8 £27 0 (2002. 8. 27) 



(51)IntCl.' 
CO 7K 
A6 1 K 
A6 1 P 



5/12 
38/55 
1/16 
3/10 
29/00 



F I 

C0 7K 5/12 
A6 1P 1/16 
3/10 
29/00 
33/00 



7-73-r m-m 

4B064 
4B06 L 5 
4C 0 8 4 
4H0 4 5 



(21)fflH## 

(86) (22) mm B 

(85) fflSRXSt«B 

(86) H®fflBI## 

(87) BIS^M## 

(87)BBR&WB 

(31) «fcffcfe3S#^ 

(32) «ftB 

(33) ftft*S£3gH 

(31) «$fel8£3B## 

(32) ffi5fcB 

(33) «jyg^?ggl 



1$H2000-575884( P2000-575884) 
¥$11*P10£8B(1999. 10.8) 
¥$13^4.8 3 B (2001.4.3) 
PCT/J P 9 9/0 5 5 9 7 
WOO 0/2 19 7 9 
¥fifcl2*f 4£20B (2000. 4. 20) 
PP 646 9 

¥f£l0$M0£ 13 B (1998. 10. 13) 

Xh7'J7 (AU) 
PP 9 2 5 7 

¥fi£ll¥3/!l6B (1999.3. 16) 
^•-XK7'J7 (AU) 



(71) taKA mm&jjm-a&ft 

xm±m*&K.%m 3 t s 4 # 7 ^ 

3?«K±jf*^Bl 5 -20-205 

(72) &9i# «* 5£# 

3cM»±»lPZ,Pffi 2 T a 17 - 14 

(72)%M« mm mt\ 

mm-0< tfrUSS3 -19- 1 - 3 -301 
(72)8W# AfcY* 

vnmEmiw&tk 1-12-10 

(72) 89m BSF JS& 

^*S!ft±jtmS«fBri3- 3-1003 

(74)ftSA #3B± - 



(54) [&WJ©fc*W S^h?*:^Ht£'M5J:rWE-©ffl3fc 



(57) [S&fa] 

&WF 2 7 0 8 2, 7* l^-^AJKfcR-rSWF 2 7 
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[#?FsS*cDffiffl] 

US*f 1 ] HT^OWF 2 7 0 8 2ffr&4fc : 
[ft 11 




fcSU R 3 AS*ire*>5»3\ R 2 ^^/u-Cfe^ 0 

[!9#3g2] R'j&S^fvWOfclK R^^A-rfcO, R 3 *S7*^-C*> 
t), ^LTR^t Kn*S/-eJ>5, fft#3g 1 telBHtoWF 2 7 0 8 2fls£* 0 

3 ] g!£#-^F ERM BP-6539£*rU-£LTfc:*hV 
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ismm7] m&mi i:e«©wf 2 7 0 8 2^**, e^w**^ 

o 

Art-fir. t*rS*i-5*«fe. 

[HMMl 1] (1) ©fls3*«r-&tr, fc* h^T-fe*-?— 1? 

[ft 2] 
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[fjJjfcJS 13] txh Vv*T-fef-5— fc? fclMFl-5fc«>©E3ii©|!{j§<7>fc 

r> ®8t^ jjts^ ^ttfitM^eiii^ (apl) . w»$tttta>£& * 

l ) roft-&% i: LTStf, *afiK^» : 

[ft 3] 




[I8*JS1 5 J 19*^1 4-?te/fl$ft*{fr&#J (I) £fc 
t?r, WW*, AttBtI#M^tteJk^ (APL) . *fctei&38&*gSt 

r. fff®^, ftttstif-M^ttejiii^ (apl) , MMMtfto&ft, * 
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vm^btitt (i) ofb^ttottffl. 

[»**17] g»*3Sl-Cffiffl*n5^»WF 2 7 0 8 2Sr, t hSfc 
COMigOfe^O, ffffl^tlSft^ftWF 2 7 0 8 2C0{£JS o 
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[0 0 3 0] 
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[0 0 3 1 ] 



[0 0 3 2] 









Rf 


Rf 


R 4 


WF 2 7 0 8 2 


B 


-CH 3 


CH2CH3 


-CH 3 


-OH 


WF 2 7 0 8 2 


E 


-CH 3 


CH2CH3 


-H 


-OH 


WF 2 7 0 8 2 


F 


-CH 3 


-CH 3 


-CH 3 


-OH 


FR235220 




-CH 3 


-CH 3 


-H 


-OH 



[0 0 3 3] 



WF2 7 0 8 2BI1 ttT®ft«ffc*W«fttfctf'*'5 : 

C 30 H 44 N 4 O 6 

ESI-MS (+): m/z 557 (M + H) * 
ES1-MS (-): m/z 555 (M - H) " 

\tm%& : 

[a] D (23t) -129° (c=0. 5, fxJUfc/V&W 
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Xmax 235 (sh) 

*raax $ J— /H-0.01N HC1) : 235(sh) 
^.max (> ^y-yl^ + O. OIN NaOH) : 235(sh) 

h^y^^- (TLC): 

gjWgH Rftt 

Silica Gel 60 ^DDjj>M:^y^ 0.58 

F254* (20:1, v/v) 

*E. MerckttM 
flSS8*£#*n^ h^77>f- (HPLC): 

m- : 

^ffijffi : 71? h ~ VV : 7k=50 : 50 

#7 A : YMC ODS AM-303** (fi $ 250 mmXftS4.6 mm) 

SEifi : 1.0 ml/# 

: UV (210 nnf?) 
«JSP*ffl : 10. 2# 
**YMC Co. , Ltd. tij!! 

vmax (~— h) : 3300, 2960, 2940, 2880, 1715, 1680, 1660, 1630, 1510 
, 1440, 1380, 1250, 1060 era"" 1 

(500 MHz, CDC1 3 ) 6H 
7.52 (1H, d, J=10Hz, 7.30 - 7.17 (5H, m), 7.17 (1H, d, J=10Hz 
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, ZZte^m), 5.81 (1H. s, X*RTiB), 5.16 (1H, m), 4.67 (1H, ra), 4.26 - 
4.16 (2H, ra), 4.05 (1H, dd, J=10 &; 7.5 Hz), 3.56 (1H. d, J=5Hz, £&*TfiE 
), 3.24 (1H, dd, J=13.5&; 10Hz), 2.96 (1H, dd, J=13.5&; 6Hz), 2.73 (1H, 
dd, J=10 &; 8Hz), 2.62 (1H, in), 2.54 - 2.29 (4H, m), 2.16 (1H, ra), 1.82 ( 
1H, m), 1.66 - 1.56 (3H, m), 1.38 (3H, d, J=7Hz), 1.41 - 1.27 (5H, m), 1 
.28 (3H, s), 0.88 (3H, d, J=6.5Hz), 0.84 (3H, t, J=7Hz) 0 

(125 MHz, CDC1 3 ) 6C 
212.4 (s), 175.6 (s), 174.1 (s), 173.1 (s), 171.9 (s), 137.0 (s), 129.0 
(d) x 2, 128.6 (d) x 2, 126.7 (d), 72.6 (d), 63.0 (s), 58.0 (d), 54.4 (d 
), 53.8 (t), 53.3 (d), 37.2 (t), 35.7 (t), 33.0 (t), 32.8 (d), 28.8 (t), 
28.8 (t), 27.8 (t), 25.3 (t), 23.2 (t), 22.4 (q), 19.8 (q), 18.1 (q), 8 
.4 (q) e 

[0 0 3 4] 

WF2 7 0 8 2EI1 «T<D*«{fc*tttt«*#-t-S = 
5H-3S: 

ESI-MS (+) : m/z 543 (M + H) * 

[a] D (2^) -137° (c=0.2, ^Pn^Af) 

A max M \ 235 (sh) 

Xmax (^^y-/V+0. 01N HC1): 235(sh) 
^max {*9J — /V+0.01N NaOH) : 235(sh) 
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iS»^P-rh^77^ (TLC) : 

afcffl Rfffi 

Silica Gel 60 ^nn^A;^/^ 0.46 

F254* (20:1, v/v) 

*E. MerckttK 

&8SfB : 71? h~ h y/W : tK=50 : 50 

Uyd* : YMC ODS AM-303** $ 250 mmXft^4.6 mm) 

MS ; 1. 0 ml/# 

tflttJ ; UV (210 nmlCT) 

**YMC Co. , Ltd. &S 

vmax (~— h) : 3300, 2940, 1720, 1690, 1660, 1630, 1530, 1460, 1420, 

1380, 1320, 1250, 1150, 1060 cm' 1 

(500 MHz, CDC1 3 ) 6H 
7.54 (1H, d, J=10Hz.£&"5IfiE), 7.29-7.17 (5H, m), 7.10 (1H, d, J=10Hz, 

£*«rflB), 5.82 (1H, s, £&«fffi), 5.19 (1H, m), 4.67 (1H, m), 4.26-4 
.17 (2H, m), 3.85 (1H, m), 3.54 (1H, br. s, 3.30 - 3.20 (2H, m 

), 2.96 (1H, dd, J=14 &; 6Hz), 2.54 - 2.38 (2H, m), 2.36 - 2.28 (2H, id), 
2.18 - 2.12 (2H, m), 1.84 - 1.72 (3H, m), 1.67 - 1.57 (3H, m), 1.38 (3H, 

d, J=7Hz), 1.37 - 1.23 (4H, m), 1.28 (3H, s), 0.83 (3H, t, J=7Hz) 
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(125 MHz, CDCI3) 6C 
212.4 (s), 175.6 (s), 174.1 (s), 172.8 (s), 171.8 (s), 137.0 (s), 129.0 
(d) x 2, 128.6 (d) x 2, 126.7 (d), 72.6 (d), 63.1 (s), 57.8 (d), 54.4 (d 
), 53.3 (d), 47.0(t), 37.3 (t), 35.8 (t), 28.8 (t), 28.7 (t), 27.9 (t), 
25.3 (t), 25.0 (t), 24.7 (t), 23.2 (t), 22.4 (q), 19.8 (q), 8.4 (q) 0 

[0 0 3 5] 

WF27082Fte > SIT (D^Mit^^^^t ^5 : 

: 

ESI-MS (+): m/z 543 (M + H)* 

[a] D (23 < t:) -114° (c=0.3, ^PO^VAW 

*max (y^y— /U): 235 (sh) 

Xmax /W+0. 01N HC1) : 235(sh) 

*max (^y—ylH-O.OlN NaOH): 235(sh) 

SIS 

W§?n^ h^77^- (TLC) : 

aiaa mmmm Rfl 

Silica Gel 60 ^dd^:^/^ 0.47 

F254* (20:1, v/v) 
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*E. MerckttM 

h^77^ (HPLC): 

j&SKlffi : Ti? h =■ h V : *=50 : 50 

%yJ± : YMC ODS AM-303** £ 250 mm Xft&4.6 mm) 

ffi& : 1.0 ml/45» 

>^tti : UV (210 nmKT) 

ftftftlR : 7. 6# 

**YMC Co. , Ltd. tt$S{ 

vmax b):3300, 2930, 1720, 1690, 1660, 1630, 1530, 1440, 1390, 

1280, 1180, 1120, 1060 cm" 1 

(500 MHz, CDC1 3 ) 6 H 

7.47 (1H, d, J=10Hz,XlftnrtB), 7.30 - 7.18 (5H, m), 7.17 (1H, d, J=10Hz, 
SS*"5TflB), 5.88 (1H, s, £*"5rffi), 5.14 (1H, m), 4.66 (1H, m), 4.26- 4. 
14 (2H, m), 4.05 (lH,dd, J=10 &; 8Hz), 3.54 (1H, d, J=5Hz, Sflftpfffi), 3.2 
7 (1H, dd, J=14 &; 10 Hz), 2.94 (1H, dd, J=14 &; 6Hz), 2. 70(1H, dd, J=10 &; 

8 Hz), 2.6K1H, m), 2.53 - 2.35 (3H, m), 1.80 (1H, m), 1.78 (3H, s), 1. 
70 - 1.57(3H, m), 1.40 - 1.25 (5H, m), 1.38 (3H, d, J=7Hz), 1.34(3H, s), 

0.86 (3H, d, J=7Hz) 

(125 MHz, CDCI3) 6C 
212.4 (s), 175.6 (s), 174.3 (s), 173.0 (s), 171.9 (s), 137.0 (s), 129.0 
(d) x 2, 128.6 (d) x 2, 126.7 (d), 72.6 (d), 58.8 (s), 57.9 (d), 54.3 (d 
), 53.9 (t), 53.5 (d), 37.3 (t), 35.7 (t), 33.0(t), 32.8(d), 28.8 (t), 2 
8.7 (t), 26.5 (q), 25.2 (t), 23.5 (q), 23.2 (t), 19.8 (q), 18.1 (q) 0 
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[0 0 3 6] 

±&Otom<k¥to^&XV£bftZVfftfrb. WF 2 7 0 8 2 B, E&£Tf 
[0 0 3 7] 

WF 2 7 0 8 2H Tt U^r~ * AlCJii-^WF 2 7 0 8 2ffi£# (Wlx.fi, 
T^W^~*A No. 2 7 0 8 2) %^7v*^?$&tZ> r t 

[0 0 3 8] 

R 4 *5fKn^i/(saSSr*t"S t Ko*^*5WF 2 7 0 8 21* 
[0 0 3 9] 

fc<0, v> ({£») T/U^f/^yU^^^K (tflitf, fijRT/U*^^ 

ol^>fyu*/M*s¥$/h\ y^n fcVMfvi'^yi'**}/ K> r/fvu* ^/V* 

) ) , h!J»>!J/H^«i («lx.tf, by (iSft) T/u*/U5/5/^?>f K ( 

wix.fi, ni^f/wyy^py hyaf-yi/s/y/^B* k, nj^ywi/ 
-^ry-/ws/y/WN9W k (#jxfi, ^^-^^^^y^yyw^n y h\ * 

^yw-^7^^yP>>Uy^o ^ h\ -?u tVW-^ h y /V*>y fr9 n y K> tert- 
U»5T^Wk#J (Wlx.fi> #yV#>-ge N ^^*>**5«ttf*«)S^tt«»* ( 
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^r/7i^^x^r/K 7i^ftx^r/K p - - h p 7i^ftx 

V, (1H) -t°y Ky N N-fc Fn^^VW^; K 

v N-tFn^>7^;WU\ l-t Kn^^/h!Jry-/K 1-fcH 
n**>- 6 -^nn^; by TV~A>i£ if) fc^^lf fettftSo 
[0 0 4 0] 

[0 0 4 1 ] 

[0 0 4 2] 

s t/wv&r yf-^A, ti>^A, #y^4if) > 
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V&teZ) > r^*»AJd*BMb* hy* a* *iMfc#y* 

, r/u* y ajwjmhl «»#y*Afcir) 
> T^*y^JH«tt*** (A**** by**, $g£*^#y?Aft 

if) , T^*yA«T^3*5/K ^hy h^fVK, -fhy 

^) , wwft&m trys^ tr=iyy, 4-n, n- 

[0 0 4 3] 

5 WfrfrfoWJAHJ, N, N* -^^n^$//i/*/UaK^>f ^ h\ N- 

, n, n' -yxf/w#^#^sK, n, n' -^y/a^;v^^ 

v - N - f * n S/zW ^ V&if) ; ir v y 4 fc tt Tir f - u vft^-r 

N-fc Ko^^y / h y T^/vRS^^/^ySx^fMeiJitf, 1- 
(4 - ? d P^yf y^/u^^t^V) -6-^nn-i H-^< W h y TV 

[0 0 4 4] 
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[0 0 4 5] 

[0 0 4 6] 

(ItttNo. 2 7 0 8 2 0l$ffl 
I«No. 2 7 0 8 2li, H*H«ffl*«fflr|ilCT^*ilfc±«l»t»!6»fe 

[0 0 4 7] 

±-CO*«*tt**i;:jqilWttlc:**L, 2 5t{:t4M^ Ml. 5-2. 

[0 0 4 8] 

J^ffi^WWtttt, MiuratfUCA TV- KMiura, K. M. Kudo: Trans. 

Mycol. Soc. Japan, 11:116-118, 1970) ±^OJ£*|;iS^#ftJS Life. 4>*-f«f 

b&ft-C. *9n&ft*? — iGL. 2 1~4 0 jim<0fi£-e*>tK (1. 5-) 
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2-2. 5 n m<D&iMiEti!)*b 1 — 2 (-2. 5 » m) Ojfe«8^tite^*l8< 4 5 
5 (-6) X2. 5-3 (-3. 5) /imtfeofc 0 **ttlB*tt, MfeTfo *9 

, 0* Haastfru ^o&#a>ftLTv^ e B*aiiaw:nfl[3RT?*>t), 

[0 0 4 9] 

No. 2 7 0 8 2*11 2-2 6tOfflffi«5fflrt-e^WprtB-C&9, 
[0 0 5 0] 

von ArxlC J; £KH<0#3i(§29(J. A. von Arx: The Genera of Fungi - Sporu 
lating in Pure Culture. $315H, J. Cramer, Vaduz, 1974) jo<£t/Do 

msch£>(K. H. Domsch, W. Gamsio ckt/T. -H. Anderson: Compendium of Soil Fu 
ngi. Jgl#, fS859H, Academic Press, London, 1980) t Jttt LtcBffli¥#)ftWl 
fcS^T, No. 2 7 0 8 2te^4*W7^ (Link (18 

09)) ftoT, *389»&li* wCO^Sttt^T^ l/^n 

*AJBO 1 o<Bfic£ LTI^StU rftfcT? ^*fcT— No. 2 70 

3S44JRo<tfffifjRlTB lS3f 3 0 5-8 5 6 6, (IFERM BP-65 
3 9 t LXftttZtlX^Z (*K0 : 1998^10^ 2 0) o 
[0 0 5 1 ] 
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&1. No. 2 7 0 8 2^0^^14 



mmmmmx* g : *ftcjiM& 1.5-2.50 

U -7«6(4D3-4E3), 
&35-C*U>2>efe(6A2) 

>^fe(6B4-6B5) 
R : ff*S&-etSfi(7E8), 

8ffi-e&l^U>S>6(5A3) 

*x hr+^ r n-X G : #1* 1.5-2. 5m 

§^(Difco 0013) S : ft^HMSUTl^ *M*, 

fil®mzmifi3f> * «fc o X \y * > 

Rfil*«e(7D3K 
R :H6^6(7F7-7F8)-C$)t)> $6©t?Ng& 



y7^'^©jS« G : IMftCiW&JlKk 1.5-2. 5cm 

ItaiJ-eaSbTl 1 '* ( submerged K 

tfl/>^efi(8A2), 

£gre35teRfcG&(4A2X iJctl/ 
*RSST*§fi(6E6-6E8) 

R : Bg$&(6F5-6F7), 45«fcV 
£3S-e3t&<$&&(4A2) 
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h D — 7\ G : ffttCJJMfe. 1.5-2.0cm 

^(Difco 0190) S : P)J& «t>*#WHL*0*4, 

(6B4-6B5K #£VB®-ZWZ^1l$>&m) 
~He(6B6) 
R : fS€l(7E7)— B|fi}£-i(7F7)TJ& D s fro 



xv- v > Yp Ss G : ^ttClliW^ 1.5-2. 6a 

(Difco 0739) S : PWfc> ¥ffl, 7x;ntt, *Ui«**l:v 

*J:WB*l^»ft(8D8-6D7) 
R : ffl*^fcfi(6D7)~a&t8&(6F7) 

n— >*— ;i/ G : #ftCIPIfil& l.5-2.5cn 

«^(Difco 0366) S : HJ^ ¥S, tMfc 

(3F5-3F6), -tLT 
®S5t?2n/>^6fi(6A2) 

r : vsmmm), m&-ci)<& 



MY20 &?c* G :#1RK:|IMffk 1.5-2.5cm 

o &tf W > $>6(6B4-6B6)t & 5 , 

* t-t&gp-etfi/ >y ee(5A2)tfc* 

wzw*\/yy& (5A5) 
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(Difco 0552) 



G :#8tfllM&, 1.5-2. 5cm 



**ffifcTttU«*6(30D4-30E4)-e& t> , 

sat? * w > y e6(6A2)-c$» t) , 



S : R : 



•Sa^tWW*^ '■fT'iy £J:tf KY20£*©«Hfi£#lfct, JCM Catalogue of 

Strains (Nakase, T.,SB6Kfi,S6617H, Japan Collection of Microorganisms, the 
Institute of Physical and Chemical Research, Saitama, 1995)C&-3u;fc 0 

[0 0 5 2] 

:nf.Wftttlr, 2 5 1 (£33 5 --l" fa y©2 8 B&fcSl&Lfc,, 

fecDiSilSti, > • '^s Vfvt • it"? • i3y— (Kornerup, A.fcitfJ. 

H. Wanscher, IB 3 )S, Methuen, London, 1978) IC&-3<„ 

[0 0 5 3 J 

WF 2 7 0 8 2<omMi.. *WM&WZfcmZft1tmfeV>&.® 

-shDy^T--^, 2— TS/^y WiZ&m^iBM) \c£<om&£ti® 

SAIO^M^ttf, WF 2 7 0 8 2*&±'fZZ.bifi?%Z&1g:<D&g t tti<» 

[0 0 5 4] 

(WF 2 7 0 8 2K>M±) 
±I3S: (I) ©{fc-g*© 5 *>, WF 2 7 0 82I1 r^U*=!7Al;ItJW 
F 2 7 0 8 2S£*£, »fttt*#T *gffllJt«> Kl*J««*if) let 
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[0 0 5 5] 
[0 0 5 6] 

#*u^ssjr«:, tr— Mtttttutt, tr-^tttB*. ^hy, 

=aA=¥# (wheat germ) * if, 4?>WC««* ± V*«C0 

[0 0 5 7] 
[0 0 5 8] 

[0 0 5 9] 

^7 7^, flgjftffl (fatty oil) s ffi^ffi, ftttffett, isD^ — l/fti*) flSgsAQ 
[0 0 6 0] 

[0 0 6 1] 

-C, «5 05$R8-1 5 0«HBd>ftT dfttt, Wm&ifr&£Xfx<r-MC£*)m 
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[0 0 6 2] 

&V^t?, f#&:h,fc#*:/n;*S:, WF 2 7 0 8 2<7>0JR<Dfc»tw, ^ft^Wffi 
[0 0 6 3] 

2 3 5 2 2 0) ^foSfb^felte, #JxJi, J P-A-7 - 1 9 6 6 8 
0*ttiC«orP»-t-*rfc*S-e*5. WF 2 7 0 8 2 £r±fS<£><£ 

5 KISS! Lr^*ffl5>Sr««S-t-S r £ lc X oT r. i £„ r co 

[0 0 6 4] 

WF 2 7 0 8 2H ««CfP*^fflT?fe9», r^tt*|8W^«SiBrtT?fc5o 
[0 0 6 5] 

[0 0 6 6] 

(MR l . y :"<#<Dtt#{bKJ&^»*) 

WF 2 7 0 8 2 B&cfctfFR 2 3 5 2 2 0$:, WMt&fak LTffll^fco 
[0 0 6 7] 

y y/^*<D4A^bW»*r, v^o^^-TV-h (fcCx/l^ 0. lm 
1 RPMI - 1 6 4 OJ&ilS (1 0%<0^^J&ilJiLfflf (FBS) , 5 0 mMCQ 2 - 

j—>v^ ^>yy (1 OOWml) *5±tf^ hu^hv^ 
(100/ig/ml) fcllftLfc) fl:Ba 1 b/cT^ii»l x 
1 0 5 {@£fr) U r*l(^CD3feift: (2C11) ( 1 u g/ml)fc 

aSJDLfco -<£>;M&£3 7 < £l£T > 5%IC0 2 #ffl^T(-T, 7 2fl#IBt;::b 
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vWDffllftJSttSr. MTT[3- (4, 5-^f/^r/-/V-2-^^) —2 
[0 0 6 8] 

WF 2 7 0 8 2 * /-/l^KlgMfU R PM I — 1 64 O^ife*^ 6 

IC^JRU »8&^5 0 ng/ml £fcf«;ft^T<t &5 £ 5 J&W^iO Lfc 0 
FR 2 3 5 2 2 0 * / -/^ K?gfl?U RPM I - 1 6 4 OJ^ift^-C^ ^t- 
;fr$RU J^i@ffi^5 0 0 n g/m 1 Sfcll^ftWT^ #6 <fc ^Jgifcl^D tfc 0 

* * tt -en* 2 *5 i V* 3 i-^o 

[0 0 6 9] 

*2*J«fctf 3te^-f «fc 5£> WF 2 7 0 8 2 BifccfctfFR 2 3 5 2 2 011 ft 

o WF2 7 08 2BI1 WldKlV^SSr^S r t^^ofeo 
[0 0 7 0] 

[£2] 



£2 ifiCD 3tt<*fccfc Df8$$ft&v**l) W<#&mH&£45tt*WF 2 7 0 8 2 



«£ 

(ng/Ml) 


50 


25 


12.5 


6.3 


3.1 


1.6 


0.8 


IBS 
(X) 


113.5 


114.1 


111.7 


86.6 


46.1 


19.3 


4.4 



[0 0 7 1 ] 

[^3] 
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£3 ttCD3tn;WcJ;DSI^$ixSV'i7^'J>^»«)e<bSJfBC*;{tSFR2 3 5 2 2 



(ng/ml) 


500 


250 


125 


63 


31 


16 


8 4 


PBS 












45.1 


-1.3 -23.4 


126.0 


126.0 


127.2 


125.3 


106.0 


(X) 















[0 0 7 2] 

(WR2. v^DTH OffiSfflft) K/S^£>WF 2 7 0 8 2 B 
KB a 1 b/c^**** ftTfflttfcitK fcy^#jiL* (1 X 1 O 8 ) -C* 
ay&ftLfco WF 2 7 0 8 2 B&, 1 0%tM4HCO— 6 0 fciWIfS*, 

(i. 2 5xio 8 ) **a6ofiBt^aitL, 2 4«, Attontr^ 

+71"/—$* (dial guage) (Ozaki MFC Co, , Ltd. ) £/flV^T80i£ DTH<7) 
[0 0 7 3] 

3c 4 Id J: AHiOffiKtt, WF 2 7 0 8 2 BG>S^£J; 
[0 0 7 4] 

[«4] 



164. WF2 7 0 8 2B©V>^DTHSJtE'N©a« 




N 






(g) 


(unprimed) 


5 




100* ♦* 


1.2±0.2 


(primed) 


10 




0 


1.2*0.2 


W27082 B 


5 


10 


20 


1.6*0.2 




5 


32 


34** 


1.5*0.3 




5 


100 


47*** 


1.1*0.3 


** :P<0.01 


*** 


:P<0.001 
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[0 0 7 5] 

t ht^h ^co^flSi, [ 3 H] Tir^/Wt t * h VOSflSU 

[0 0 7 6] 

t hT^ejk^Jurkat»^e>^W(C)(t$iLfCo Jurkat^ (5 X 1 0 8 &fl 
AS) 4 0ml <£>HDA«gSj$ (1 5 mMCD V D^A (pH7. 5), 

5%^!J-fen-A':tecJ;U J 0. 2mM EDTA^«^§) ^tcSM^itrfc 

0 *^^X<om> WSrifi'C?»B (3 5, oooxg, io»|) KiOEUR 

Its 2 0mlc01M (NH 4 ) 2 S 0 4 £*$ft LfclRlSfftCT "C^v^ X U 
tco 3tettSrW-f ^^^^>- hSrSW&^SLfc^^ig^gS (3 5, 0 0 0 x 

g, io#fffl) «dj:oaw<bS*T»fci8^±»li:#UT, (nh 4 ) 2 so 4 $ 
W^KSr, l Om l OHDAiffiWttliigjSp^^ P«SW4y>y h;H:^Lt 

Whatman DE52) ^77^ (25X85mm) ±Kl3£Jfi U NaCl (3 0 0ml) 

(Dffl&fygi (0-0. 6M) -eaPttJS^fco fc* h^Tir^y—^ftttcD*- 

tT— *iB#tt* 0. 3M^eO. 4MOffl«)Na C 1 jfttf-e»WStlfc 0 
[0 0 7 7] 

[ 3 H] Tiz^/HUt* hy<om$l-tx ^fTtf^fTyt^fcft 
oSSiLTco [ 3 H] T-fe^a»{tt^ h^Sr^Sfcfclc:, 2 0ml<DRP 

MI -1 6 4 0igi*fi (1 0%FBS, ^>yy (5 0W/ml) *5«fctf* h 
^h^W (50/ig/ml) SrttftLfc) *^Jurkat*MS (lX10 8 *ffl 
US) Sr, 5 uMtD&Wti-hV 9A<D&feTT*. 3 O^ffflldfrfcoT, 3 5 
%C O z ~ 9 5 %Sg#i^Tt 7 5 c m 2 7 7 ^ ^ t , 3 0 0MB q [ 3 H 

1 Stm-ThV V&bthlcjyic^-hL, JS^n.-^ (50ml) 

U S'^M (lOOOrpm, 1 Oft) \C X V SMS* EUR U !J ^KJBWft* 
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a*£*-e l In]i5fc# Lfc. Sfc# LfcSM£l«\ 15ml (0*& Lfc y *sxs< yVr 

- (lOmM Tris-HCK 5 0mM Wk^Cf h V 1 %Triton X 

-100, lOmM MgCl 2 , 8. 6 * pH6. 5) KffiHRS li- 

fe. Dounce horaogenizerlC <fc Z> tf^E-SA*— is a > (3 0^hn — ^) oft, 
Si^B (lOOOrpm, 1 Oft) \c£ 0 EHR U 15mlO!l^y7T 
— T? 3 Ufc«*C 1 5 m I <D*fti!fei$e«iK ( 1 0 mM Tr is-HCl 

, 13mM EDTA, pH 7. 4) T? 1 IsL BttttfCftfr Lfe 0 ^l/yht 
; 5*t-S:ffiW6m 1 Sl2\ 6 8m 1 ^H 2 SO 4 »i0l 

t\ o. 4Nfl>MEKiLfc. 4t^iB*M^bfca>ry^a^-i/3yoa, 

BM«*5#IW* 15, OOOrpmflSi^iU ±**T0ft LT 6 0 m 1 <B 

rthyta^Lfco -2 otKt-ft^^ta^i/g y its, SftLfcft 

ff£ nifrMMSK: «fc 9 01R U Aft 8t:^T»K Lfe e 

[0 0 7 8] 

m 160 [ 3 H] Tirfv^WflSfc* 9 0m 1 ©»*H»fcWlPL, t L 

r»*4fc*r2 5^3 0^^^^- h Lfe 0 IOmI ^HC 1 £ 

afebDi-Swt^ctOffihS^rfco itfUILfe [ 3 H] ftSS: l m l (OSSJx^-c 
ttHJUfcfcteO. 9m 1 <0»ttJB«rlH]iKU 1 OmlO^xWf l/-> 3 

[0 0 7 9] 

^5iC^"f J: WF 2 7 0 8 2 B, Eft ±t*F 4 blWllF R 2 3 5 2 2 0 
tt\ »4>»»t h (JurkatW h^T-fe^y-^SttSrfflSte^W^ 

[0 0 8 0] 

IS5J 
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£5 8B#*gSSit h h^T'-fe^-HfOiStt^©*** 



wast 

(ng/il) 




1000 


100 


10 


1 




W27082 B 


98.6 


76.5 


37.3 


1.9 


BS 


WF27082 E 


104.9 


88.5 


67.6 


11.1 


(X) 


WF27082 F 


91.7 


74.1 


36.5 


11.4 




FR235220 


94.6 


74.6 


33.7 


-13.1 



[0 0 8 1 ] 

mm4. t hM$»t*l-;tt-f 5WF 2 7 0 8 2 BcDfetH^tt) 

b vmmmmm\ctt'tz>wF 2 1 0 8 2B<Dmi&m&m\±*. ^ytr hn^r 

S (lC BO ;n g/m 1 ) L/cfflflS^iiJi^ (#J£K*hr 

^JurkatSHJja (1X1 0 5 jMa/m 1 ) ftXUt hgJ3&TfV$Ir (adenocarcin 
oma) HT- 2 9*ffiflS (5X1 0 4 >WS/m 1 ) 1 0 0 1 <DR PM I - 1 6 
40i£ift (10%FBS, ^^>!)^ (5 0#fi/ml) *5 «fctf* M^:/ h^-f 
z/> (50/ig/ml) S:*B£Lfc) 3 7t, 5%C0 2 -9 5%^# 

IS^T-CWF 2 7 0 8 2 BT%3®L7t 0 #09fiSSt££, iEMTTSl:ftot, 5 
5 0nmi:t (^SiUsy VyVVTsh LT6 6 0 nmCt) ttfi^fit:: J: 5 

[0 0 8 2] 

*g*£S6K:^1- 0 WF 2 7 0 8 2 BI1 Jurkat>MS* J:WHT- 2 
[0 0 8 3 J 

[^6J 
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IC50(ng/ml) 


Jurkat 




HT-29 


11 




14 



[0 0 8 4] 

M^v-yfr-tf-^^mm mx.n. mi) <ntt&m z^ts*&w<n 
smssmi (apl) , m&nva&gitti Z) otzitxDfemm&xv^ffimbLx 

[0 0 8 5] 

B««*fcl*Ba (fljfctf, *ML ffFHSt, -Ml, flIK, JW, KHU 

JS®, £38tt0iteJ£, fiffiffi*Itti& iSWJWSftif) ; 

*j J; t>^Stt®fefe (^Jxii. r^/^/w^j^-y^, 7-?y*A 3h 

[0 0 8 6] 
[0 0 8 7 J 

Hf-ttft«lft, &8W4#JS£, B««A*jft, JIiiJ!tti£/S#, 35* 
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is, mm®, sk<§&ftm, wsot (vascuii tides) 

^K9R*, ^vl"<*te#&#, n*»ftlBjft (conical keratitis) 

ttJgSfcttihffroifcffi (t»Jx.tf, %®m. &.in.i±*1t\±ih&i!ii<D ifijfo. 
h/i^VB4#fl*S£A) ; 

S3j:VKJR*!tt*»*) ; 

MJMEfl: (ALS) fcitWSMSKS) ; 

ffiirtffiJk) . /PAti, liS^fiE, «&#jh. -iBttflBdlA»ff (T I A) 
ikffig& («*.«, ##J*5 5» S£*Att1ML #J**fttt*Jliu »5SttJfc/J> 
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P?KS§£ft (0iJx.fi, fvusW K—f l|r||iltffi«J:T/49SM£DQRtttMjft) ; 

(«*.«. flows**. »*fttetk #&ttMs®, *jm&m&t3£xr8i 
a tins y ; 

fiiB«&JS (0iJx.ii, ®bM©e-ft> rfo-Attii»L *g»ffifgi¥, ftffi 

* 7 n (04x.fi, ; 
1-^^ h n 7 w — ; 

m&mis xv-t-fv -mmm 

&fi#H#g8ig£& (0iJx.fi, ^^>i!£^S¥) ; 

Ti?yym ; 

sttMsmwi-Rj»[«*tf» mmafg (0jx.fi, »«*fcttattfi, <&tt 

^*£©iMigftfcH*-r5. »8g (0iJx.fi, 4*. JFFtt* *N, ffiftffttJf 
I8£& (0tJx.fi, xyKFtJ/y'/i^, MtttrtM#J:tJ^*fc»Jfctt 

if) KJ; 9 31 £ Sw^ftS**, Jfljffi&iUWmB) : 

figco^S (0>Jx.li, BrtW, «ifct£J§ (KWRMffi) , MKft. (pi 

gmentosa) , *Attfi££3Eff, fl^fcSHS, ^SgOT/W* D A®) : 

(0iJx.fi, ttK^^n:/9>Attjftffft, 1" h&J&ift 

(cement dermatitis) ; 

<e?>Witto«ft (0t|x.li, RMu& im&fcJ: tittft&Sl! ( 
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] ; 

t 5 V&ihfe Tiling =i h/loi^c Ammci. ") £*X5£® ; 

t (H I V) AIDS; 

4MB, jMBSfctt*m*«fc.fc5. lE^:145SgJlC*5 J: t>*^ n-f K. 
[0 0 8 8] 

[0 0 8 9] 

3t=^MroES*a^«3tt, S; (i) w{b^ro«t5*t^ h vfr'zf- y— tfpi 

[0 0 9 0] 
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teflJS*i»*iS#tt.** 5*h-*, 7**sTiSJ*^ ^y^y 

s fy^y^h, by i/y ^— K 

*Tfc9, *l/C3 6»c, ££#J, «tt*h ^T*<fc;#J, »fe#J*J:W* 

[0 0 9 1 ] 

rofifiKftSrt M-Sffl^afc*lc:tt* §»rt&^ 8Sl*0rtS^ 

fcfiftpia^Kioaffl'fsrfctfffiu^ * (i) a>{&£*G>.k3*fc* h 

5-<§ -CfeaS^ fc hcoftfil k g^fc<9, * (I) <Dft^ 

»<DJ;5*fc* hyf7tf7- tfPl*#J0. 01-10mg©l Bfflffi, 
rtS-^Ji^ t bcoftfil k g3fc?K 5t (I) ©|fc**©J:5 4fc^ h^x 
7ir^7-i?pig#jo. i-iomgoi0ffli, SpSW^ t hcoftfi 

i k g sfc9, sc (i) <Dik&m<D£ote\ix Y>77±^y-vummo. 5 

[0 0 9 2] 
[0 0 9 3] 

oiffitt i ) 

(1) WF 2 7 0 8 2 B«4i: 
»>-KM (3 0ml) (4. 0%^^-^n-^, 1. 0%^=»-^, 
2. 0%«Jg|4f>yy> 3. 0%ISH©, 1. 5 1. 0%KH 2 P 

0 4 , 0. 2%CaC0 3 . 0. 0 5%Adekanol LG-10 9 iM^M 
, Asahi DenkaCo., Ltd) te&UO. 0 5%Silicone KM- 7 0 (tHJ&SI, Sh 
in-Etsu Chemical Co. , Ltd.) Sr^tri tlOOml 77^^ 
1 2 0^-C3 O^ffflSJtBLfco -fiMoSI^No, 2 7 0 8 2 **»ffi«l6» 
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frb7yX*Wzt&7Lttrt, 2 5t:(CT, 2 2 0 rpm (5. lcmfiH) fCT 
p-^J-^-*-±-C40«SSLfc. V-K«*«J (6ml) Sr, 30V 

TV, 2. 0%4>M2g& 0. 2%<0 3A^ 0. 1%C0KH 2 P0 4 , 0. 1 
%C0NaCl % 0. 0 0 0 5%C0Z n S 0 4 • 7H 2 0, 0. 0 5%6DAdeka 
nol LG-109^oJ:r>*0. 0 5%<DS i 1 i c o n e KM - 7 0 (p H 

7. 0) frtbffljOLZtiZ) fc«;t{<tttfc. 2 0 y v Y)\>/9t<»mti&iJ}2 0 0 
- 3 0 0 r p m-TOWrFKT, SESI£ 2 5 t"C 4 0 WUtT L/c 0 
[0 0 9 4] 
(##?HPLC&#) 
#7 A YMC Pack ODS-AM AM303, S-5 120A 



t^^fffl WF 2 7 0 8 2 B 10. 4^ 
[0 0 9 5] 
(2) WF 2 7 0 8 2 B0>lJMBt : 
*g3£Lfcyn* (2 0 L : 3 8 Omg^WF 2 7 0 8 2 B Sr^tf) £\ 2 0 L 

>f y*±Srfflvvt«fflU «*fi<0*t?*RUfco *ffiLfc««cfc, Diaio 
n HP-20 (Mitsubishi Chemical Co. , Ltd. ) <D$) y A (1L) tCffiifiSit 

UiS-frfco M (ID S:2L«)*-C*RU 4 5%7t h 
3t*BLfcYMC GEL ODS-AM 1 2 0 - S 5 0 (YMC Co. , Ltd. )<D% 
7A (18 0ml) ±tCT:/5>fUt Q r <D% y A£ 4 5 %<DT i? h ~ hV 

SarcSttl U ®W^±rdio^r^ffi : HPLC{ci:«9 ; e^^--L^o WF 2 7 0 

^^■etttUL, ttWftSrSS^-eftJBL-C, (3 5 1mgCDWF2 



mmm 



(;g£ 250mm Xffyg4. 6mm, YMC Co. , Ltd. ) 
1 ral/# 

UV (210nmtCT) 
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m 1 Of!) 0 (7 0-2 3 0 * y MERCK) i*g&U *g*gL 

TttfcS-frfc. ^na*^t3l5«LtPI-©i/J*^60 (2 

30ml) »W7A^n7 hi/y — ICtfcLfco :^7A^dp* 

*UiSr±BBK*i-»«fHPLCK:J:9*^^-Lfc. fSffiWF 
2 7 0 8 2 B^JS-fSiS^SrS^^fittUT, 2 3 0 m gOSSfe^^^Sr 

[0 0 9 6] 

(Htt« 2 ) 

(1) WF 2 7 0 8 2Eto£XfF<DWm*km: 

SP^Ut^n* (2 0L) Sr. Hffi^I 1 CO (l) fc*Kttfcni:*tt^»fc 0 

(2) WF 2 7 0 8 2 E&itfF C£>iji8f : 

Jg^n* (2 0L) 2 0 LCDTir h^ftffiV^-CKBKttKJl'fr-fSr 4:K 

Lfc 0 *$?Lfc3g«££D iaion HP-20 (Mitsubishi Chemical Co. , Lt 
d.) (DXyJ* (1L) Idiiia^fco Z.<n$yM>&. it; 7 0 # J —A* 
*»JK^»c»tl7«^/-/l/-C*ttl**fco ^tHM (ID S2LW*"C«fRU 
4 5%7-fc h~ h y/V7KS»t*^*aLfcYMC GEL ODS-AM 120 
-S5 0(YMC Co., Ltd.)<D%yJ± (18 0mL) 11:7^7^ L/c D Z-CDUy 

j±%4 5%r-t h~ hv^mm-vmmL. gai^Ti^tMHPLc^ 

Lfc 0 WF 2 7 0 8 2E*5<ttJfF<D®^^*r/£-t*SSB^ (5 0 OmL) 
*5 0 OmL<0*T?#RU 6 0 * 7 -A7kS«£#tt Lfc YMC GEL 
ODS-AM 1 2 0-S 5 0 (YMC Co., Ltd. ) 7 A (18 OmL) IdT 
ZfyJ LfCo rc0^7A^6 0%^^y-^*«»"C«IHU, WF 2 7 0 8 2 E 

<0jft1taaESr^ffl:O^^y-/M^«»S-fr, MHPLCCttU /<s>* h%y 
AFluofix 120E 1 E W 2 2 5 (20mn)X250mra, NEOS Co. , Ltd. ) fC 
, 4 0%^^y-/i/*»ffi«:»tttiLt, Sfi£9. 9ml/»-er^7^Lf: 
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o »iWF 2 7 0 8 2E*5it/FK*H£-rSiB» («1*I$B8 : WF 2 7 0 8 2 E 
; 74. 8$h WF 27082F;85. 7 #) SrKSf-CSMB Lt, itl^tl 

[0 0 9 7] 

(#*fHPLC&#) 

YMC Pack ODS-AM AM303, S-5 120A 

250mm X [^^4.6110, YMC Co. , Ltd.) 

f^ffi 50° C 

mm 1 mi/» 

UV (210nmfdT) 
»«fNPBB WF 2 7 0 8 2 E 15. 3# 

WF 2 7 0 8 2 F 16. 1 5> 

[0 0 9 8] 

Yy y ) T\Z3$^XamZil1t&ffi$i6 4 6 9/1 9 9 8^i 
tf9 2 5 7/1 9 9 9%%m&b LT*3I9, *tie><Z)rt«tt, 3lffl-f £ CI £ 
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